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January 10, 1940 

Dear Doctor Heidelberger: 

Mulling over the s o r t  of thing t h a t  we ta lked 
of the other  day, I have come on a question which I 
r e a l i z e  has been i n  the back of my mind f o r  some time 
but which I wasnft  b r i g h t  enough t o  get  i n t o  the con- 
verssltion w i t h  you. 

I s n f t  i t  t rue  tha t  information a s  t o  the pre-  
sence of ant ibodies  i n  the l i v ing  host and deductions 
a s  t o  t h e i r  s ignif icance a r e  based wholly upon c i r -  
culat ing,  f r e e  antibodies? And i f  so, how does one 
know t h a t  the deductions a r e  not d i s to r t ed  by uncer- 
t a in ty  a s  t o  the physiological s ignif icance of c i rcu-  
l a t ing ,  f r e e  antibociy? What i s  the r e l a t i o n  of circu- 
la t ing, '  f r e e  antibody t o  the  antibody which conceivably 
has a l resdy done i t s  work? Is i t  j u s t  a s a fe ty  fac tor ,  
a physiological  overflow, o r  what? Would t h i s  account 
f o r  the l a t e  r i s e  of antibody t i t e r  i n  recovery from 
acute  infect ion,  slnd should one postulate  a period before  
antibody becomes demonstrable when i t  bay nevertheless  
be e f f ec t ive ly  react ing w i t h  ant igen i n  t h e  blood stream 
or  conceivably within c e l l s ?  When one measures po ten t i a l  
res i s tance  i n  terms o f  antibody t i t e r ,  i s  one r e a l l y  
measuring the physiological  vagaries  of one organism a s  
compared w i t h  another i n  i t s  capacity t o  produce an ex- 
cess  of a needed substance? Are there  any instances i n  
which one can recover hnd demonstrhte not  f r e e  antibody 
but the product of an antigen-antibody reac t ion  - I mean, 
of course, i n  vivo? 

Probably I ' m  g rea t ly  
which doesn f t  ex i s t ,  but i f  
s t r a igh t  very quickly. With 

D r .  Michael Heidelberger 
College of Physicians 

and Surgeons 
620 West 168th S t r ee t  
New York, N. Y. 
GS EZ? 

exaggersting a d i f f i c u l t y  
so I ' m  sure  you can s e t  m e  
many thanks, as always, I a m  

Yours sJncerely, 


